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(54) 4-Aminoquinazoline derivatives 

(57) This invention relates to certain 4-aminoquinazoline derivatives of the formula 



(R 1 ) 




(Q ) 



and their pharmaceutical!/ acceptable salts wherein R 1 « Q 1 , m, n, and Z are defined as in the specification. The com- 
pounds of formula I and pharmaceuticaliy acceptable salts are useful for the treatment of hyperprofiferative disorders 
and conditions in mammals. 
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Description 

Background of the Inventors 

5 This invention relates to 4-aminoqirinazofine derivatives that are useful in the treatment of hyperpronferative dis- 
eases such as cancers in mammals. 

Many of the current treatment regimes for cancer utilize compounds which inhibit DNA synthesis. Such compounds 
are toxic to cells generally but their toxic effect on the rapidly, dividing tumor cells can be beneficial. Alternative 
approaches to anti-cancer agents which act by mechanisms other than the inhibition of DNA synthesis have been 

10 explored in order to enhance the selectivity of action against cancer cells. 

It is Known thai a cell may become cancerous by virtue of the transformation of a portion of its DNA into an once* 
gene Re., a gene which, on activation, leads to the formation of malignant tumor cells). Many oncogenes encode pro- 
teins that are aberrant tyrosine kinases capable of causing cell transformation. Alternatively, the overexpression of a 
normal proto-oncogenic tyrosine kinase may also result in proliferative disorders, sometimes resulting in a malignant 

is phenotype. 

Receptor tyrosine kinases are large enzymes which span the cell membrane and possess an extracellular binding 
domain for growth factors such as epidermal growth factor, a transmembrane domain, and an intracellular portion which 
functions as a kinase to phosphorylate specific tyrosine residues in proteins and hence to influence cell proliferation. It 
is known that such kinases are frequently aberrantly expressed in common human cancers such as breast cancer, gas- 

20 trointestinal cancer such as colon, rectal or stomach cancer, leukemia, and ovarian, bronchial or pancreatic cancer. It 
has also been shown that epidermal growth factor receptor (EGFR), which possesses tyrosine kinase activity, is 
mutated and/or overexpressed in many human cancers such as brain, lung, squamous cell, bladder, gastric, breast, 
head and neck, oesophageal, gynecological and thyroid tumors. 

Accordingly, it has been recognized that inhibitors of receptor tyrosine kinases are useful as a selective inhibitors 

25 of the growth of rnammaliari cancer cells* For example, erbstatin, a tyrosine kinase inhflwtor, selectively attenuates the 
growth in a thymic nude mice of a transplanted human mammary carcinoma which expresses epidermal growth factor 
receptor tyrosine kinase (EGFR) but is without effect on the growth of another carcinoma which does not express the 
EGF receptor. 

various other compounds, such as styrene derivatives, have also been shown to possess tyrosine kinase inhtoitory 
30 properties. More recently, five European patent publications, namely EP 0 566 226 A1 , published October 20. 1993, EP 
0 602 851 A1. published June 22, 1994, EP 0 635 507 A1. published January 25, 1995, EP 0 635 498 A1. published 
January 25. 1995. and EP 0 520 722 A1, published December 30. 1 992, have referred to certain quinazoline derivatives 
as possessing anti-cancer properties that result from their tyrosine kinase inhibitory properties. Also, World Patent 
Application WO 92/20642. published November 26, 1992, refers to certain bis-mono and bicydic aryi and heteroaryl 
35 compounds as tyrosine kinase inhibitors that are useful in inhibiting abnormal eel I proliferation. World Patent Application 
WOS6/1 6960, published June 6. 1996, and World Patent Application WO 95/23141 , published August 31 . 1995, refer . 
to certain phenylamino substituted quinazolines as tyrosine kinase inhibitors that are useful for the same purpose. 

European patent publication EP 0 414 386 A1 , published February 27, 1 991 , refers to certain pyrido[2,3-d]pyrimi- 
dines as fungicides, insecticides and mrticides. 
40 Co-pending patent applications PCT/IB95/00436 and PCT/IB95/07881 . which designate the United States and 
which were filed on June 6, 1995 and June 7, 1995, respectively, describe optionally substituted indolyl- and phe- 
nylamino-quinazolines, respectively, which are useful in the treatment of hyperprotiferative diseases involving receptor 
tyrosine kinases. 

Although the anti-cancer compounds descrked above make a significant contribution to the art there is a continu- 
45 ing search in this field of art for improved anti-cancer pharmaceuticals. 

Summary of the Invention 

This invention relates to heterocyclic substituted aniline derivatives of the formula 

so 
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wherein Z is NF^R 4 , wherein R 3 is hydrogen and R 4 is either Q 2 or phenyl substituted with (R 5 )^ or NR 3 R 4 is a group 
of the formula 




n 



wherein the dotted line represents an optional double bond; 

each R 5 is independently selected from mono-, di- and tri-fluoromethyl, halo, nitre, hydroxy, amino, azido, isothic- 
cyano, (Cj-QJalkyl. phenyl, thienyl. (CVC^taxy. benzylaxy, phenoxy. (Cg-CeJalkerryi, (C2-C 6 )alkynyl. (C r 
C 4 )alkylenedioxy, cyano, benzoylarrrino. trrfluoromethylcarbonylamino. (CrCXJalkanoylamino, (C n -C 4 )alkanoyf. N- 
mono- and N.N-di^Ci-C^alkylaminc^ (CrCJalkylsulfonylamino, trrtluwomethylsulfonylamino, (C r C4)aIkylthio, 
(C r C 4 )aIkylsulfiny1 and (Cj-C/Oalkylsulforryl, pyrrol-1-yl, piperidin-1-yl and pyrrolidin-1 -yl. wherein said phenyl, 
benzyloxy, phenoxy and benzoylamino may optionally be mono-substituted with halo, nitro, trifluoromethyl. hydroxy 
or (C 1 -C 4 )alkyl, and wherein said (C 1 -C 4 )aIkylenedioxy is linked at both ends to adjacent carbons on the benzene 
moiety; 

or two R^s, together with the carbons atoms to which they are attached, form a group selected from imrdazolyl. pyr- 
role and pyrazofyf ; 

each R 6 is independently selected from hydroxy, amino. N-mono and N.N-d-(G 1 -C4}aIkylamino > suffo and (C r 
C 4 )alkoxy (provided that such groups are not attached to a ring carbon which is directly adjacent to the ring nitro- 
gen), or each R 6 is independently selected from carboxy, hydroxy^ -S^alkyl. (C 1 -C 4 )alkoxy(C r C 4 )alkyl, 
amino(C r C 4 )alkyi. mono-N- and di-N.NKCi-CJalkyJaminofCi-C^alkyl. morpholino (C^Jalkyl. 4-(C 1 -C 4 )alky»- 
piperaziri-1-tf(C r C 4 )alkyl. carboxy^ -CJalkyl. (CrC^alkoxycarbonyl, sulto^-C^alky!, pyrjdyl(C r C 4 )alkyl and 
(CrC^kyl; 

q is an integer from 0 to 3; . 
o is 0,1 or 2; 

Q 2 is a 9- or 10-membered bicyclic heteroaryl cyclic moiety, or a hydrogenated derivative thereof, containing one 
or two nitrogen heteroatoms and optionally containing a further heteroatom selected from nitrogen, oxygen and sul- 
phur, and Q 2 may optionally bear one or two substituents independently selected from hafogeno, hydroxy, oxo, 
amino, nitro, carbamoyl. (CrC^Jalkyl. (C r C 4 )altoxy, (C r C 4 )alkytamino. c5-[(CfC4)alkyl]amino. (C2- 
C 4 )aIkanoylamino, (C2-C 4 )alkenyl and (C2-C 4 )alkynyl: 
Q 1 isAr-Y-X; 

each Ar is a monocyclic or bicyclic aryl or heteroaryl ring (e^.. phenyl, naphthyl, pyridyl, pyrimidyl, furanyl, thiophe- 
nyl, pyrrolyl. oxazolyl, thiazelyl, benzimidazolyl, benzoxazolyl, benzthiazolyl, pyranyl, pyrazinyl, thiazinyl. indolyl. 
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isoindolyl. benzofuranyt, benzothenyt, quinazolinyl, pterinyl, quinoliny) or isoquinolinyl). and wherein each Ar group 
may optionally be substituted with from one to three substituents R 2 ; 
each X is. independently, C2 alkene (Le, -C=C-). C2 alkyne (Le^ -C=C-) or absent; 
mis one or two; 
5 n is zero, one. two or three; 

Y is (CH^p wherein p is 0-5 and wherein one or two of the CH2 groups may optionally and independently be 
replaced by either oxygen, sulfur. SOz. C=0. NH. or NCH3; 
each R 1 is selected, independently, from: 

to (a) trrfluoromelhyl. rmlo, nto^ 

(CT-C^alkanoyloxy. (Ct-C^altenoylamino, carbcxy. phenoxy. benzoyloxy. carbarnoyl. mono-N- and di-N-N-di- 
(C r C4)alkytcarbamoyl. mono-N- and di-N.N-CCi-CJalkylamino. mono-N and c5-N.INI- (hydraxy(C2- 
C 4 )alkyl)amin6. mono-N and di-N,N-((C r C4)alta«y(C2-C4)alkyl)amino, anilino. pyrrolidin-1-yl, piperidin-1-yl. 
morpholino, piperazin-1-yl. 4-<C r C 4 )a!ky!piperaziiv1-yt, (C,-C 4 )alkyrlhio and phenylthio. and any of the fore- 
is going R 1 groups substituted on (C r C4)alkyl; and 

(b) hydroxyfCrC^alkoxytC^^alkyl. (d-C^alkexy-fC^^alk^ 

C 4 )alkyl, (C^C^alkoxyfC^^JaJkylthioCCt^alkyi. hydroxyarrrino, benzoylarrrino, mono-N and c5-N.N-(Cr 
C 4 )alk^cait)arnoylmethylamina carbamoylmethytarnino. (C^-C^alkcocycarbonylamino, (^-C^alkarwylarrtino. 
(arboxymethylarnino. (CrC^alkoxycarbonylmethyfamino. (C r C 4 )alkoxyamino. ((^ 4 )alkanoyfoxyamino. 

20 phenylfC^Jalkylamino. (CrC^alkylsulphcnylamino. benzenesulphonamido, 3-phenylureido. 2-oxopyrroli- 

din-1-yl, 2.5-dioxopyrrolkjin-1-yl. ureido. (Ct-CJalkcxytC^^kyk^rbonylammo. (C r C 4 )alkybulfinyl, (C r 
C 4 )aMsurfc^.(C r C 4 )aJkDxy{C2-C 4 )alkyHhio, mono-, di- and trifluoromethyioxy. (^-C^kylenecfioxy, benzy- 
loxy, azido, guankfino, aminocarbonyl, mono-N- andcS-N.^^-C^lkylarninocarbonyl, phenyKCj-CJalkoxy, 
carbcocymethoxy. (Cj -C 4 )aJkcxycarbony1rnethoxy, carbamoylmethoxy, mono-N and di-N.N^C, -C 4 )alkyicar- 

25 barnoylmethoxy, mono-N- and di-N,N-(hydroxy(C2-C 4 )alkyl)carbco(arriido, mono-N- and cS-N.N^Ct -C^alkoxy 

(C 2 -C 4 )alky1)carbQxamido and bi^fC^JalkanesulfonylJarnido; and 

(c) (C2-C 4 )alkoxy. ((^-CJalkylthio. (C^-CJalkanoyloxy. (Ca-CJalkylamino, (Ct-CJalkyHCrC^kylenedioxy 
and (C2-C4)aIkanoytamino; wherein each of the foregoing R 1 groups in V may optionally be substituted with 
one or two substituents independently selected from amina ha to, hydroxy, (Cg-C^Ikanoytoxy. (CrCJaltoxy, 

30 mono-N-and di-N.N-Cd-C^alkylamino. mono-N and di-N, ^rtydrcoy(C 2 -C 4 )aJkyi)amino l mono-N and di-N.N- 

({Ci^4)alkoxy(C2-C 4 )alkyl)amino, (^-C^kanoytamino, phenoxy, anilino. imkJazoM-yl. phenylthio, piperid- 
ino, morpholino. piperazin-1-yk 4-(C n -C 4 )alkytpiperazin-1-yl-. carboxy. (^-C^koxycarbonyl. carbamoyl. 
mono-N-and cS-N.N-fCvC^alkytcarbamoyl, carboxarnkJo, mono-N- and di-N.N-fC^CJalkylcarboxamido and 
mono-N- and di-N.N-fhydroxyt^-CJalkyOcarboxamido; 

35 

wherein any phenyl moiety in an R 1 substituent may optionalfy be substituted with one or two substituents inde- 
pendently selected from halo, nitro. triftuoromethyl, hydroxy. (CvCJalkoxy and (C r C 4 )alkyl ( and wherein said (C r 
C 4 )alkylenedioxy is linked at both ends to the quinazoline ring; and 

each R 2 is independently selected from the substituents fisted above in paragraphs "(a)" and "(b)" of the definition 
40 ofR 1 ; 

with the proviso that: (a) Q 1 must be at position "6" or "7" of the quinazoline ring or at both of these positions; (b) 
Ar can not be unsubstituted phenyl; and (c) the sum of m + n can not be greater than four; (d) when R 4 is 1 H-indol- 
5-yl and n is zero and m is one and Q 1 is a 2-(substituted-phenyl)-ethen-1-yl group that is attached to position *7" 
of the quinazoline ring, then (i) Ar can not be 1,1-c5methyl-4.4-dirn ethyl- 1 ,2,3.4-tetrahydro-naphth-l-yl, and (ii) the 

45 phenyl moiety of Q 1 can not have any of the following 13 substitution patterns, each of which fully and independ- 
ently defines the substitution on the phenyl moiety: 3-nrtro, 4-methoxy, 4-bromo, 3,4-dimethoxy, 3-bromo, 4- 
hydroxymethyl, 2.3,4,5,6-perrtaf luoro. 3,5-methoxy, 1-aminoethyl. 3-oxo-4-methyl, 2-methaxy. 3-nitro-4-methylcarb- 
onylamino or 3-methoxy-4-benzylaxy; and (e) when R 4 is 1 H-indol-5-yl and n is one and m is one and R 1 is 6-meth- 
oxy and Q 1 is a 2-{substituted pneny1)-ethen-1 -yl that is attached to position *T of quinazoline ring, then (i) Ar can 

so not be 1,1-dimethyl-4. 4-dimetl^-1,2,3,4-tetrahydro-riaphth-1-yl. and (ii) the phenyl moiety of Q 1 can not have any 
of the following 4 substitution patterns, each which fully and independently defines the substitution on the phenyl 
moiety; 3-nitro, 3-bromo, 4-bromo, or 2,3,4,5,6-pentafluoro; 
and the pharmaceutical^ acceptable salts of such compounds. 

55 Preferred compounds of the formula I include the following: 

(3-Ethyrryl-pheny1H6-pyridin-^ 
(3-Ethynyl-phenyl)-(6-pyridin-3-yl-quinazolin-4-yl)-amine; 
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( 1 H-lndo!-5-yO-(6ivndin-3-yf-quinazolirHl-yl)-afn!ne; 

(3-E%nyH5heny1)-[6<2^rfcJin-4-^ 

(1 H-Wd-5-y0^6-(2i^din^-yl-wyO^ 

( 1 H-lndol-5-yO^Tiethoxy^-(2 
5 (3Oxazol-5-ytyheny01H2-pyridi^ 

(1 H-tndd-5-ylH6-(2-pyridi^ 

( 1 H-lndol-5-ylH7wnetrioxy^-pyridi^^^ 

(3-Ethynyl^henylH7^ethoxy«6-pyri^ 

(1H-lndol-5-yO^-methoxy^i>^ 
to (3-Bromoi>heny1)-(7-methoxy-^ 4^1H-lrdoJ-5-ylamino)-6i^rid!n-3-yl-quiiia20- 

Gn-7-ol; 

(1H-lndol-5-yOK7-metrtoxy^i)yr^ 
(1H~lndGl-570^-(2-rnethoxy-e^ 
( 1 H-lnctol-5-ytH7<rrathoxy^2^4^et^ 
is {6-[2-{3ADimethoxyi)her^)-vinyf]-7-methoxy^ui^ 
(4-{2-[4-(1 H-lndo!-5-ylarnino)-7-fiTethoxy^^ 

{6-[2-(4-Amino-phenyf) -vinyn-7-methoxy^uinazolin-4-yl}-(1 Hnndol-5-yl)-amine; 
( 1 H- lndol-5-yQ^^ethoxy^-(2^arin-2-^ 

(1 H-!ndd-5-y0^7-m8thQxyH6-[2-(6-fnBthy»-1 ^xy^yridin-3-yl)-viny^umazofin-4-yJ}-afTTine; 
zo (6-{2-[4-(1-Amino-ethy0i3hen^ 
(1H-lndd-5-yO-[^(2i3yridjrv2^ 
(1H-lndol-5-yQK7-inethoxy;^-@^ 

{6-[2-(4-Amino^henyO-vinyl]-7-methoxy^inazolin^yO^ 1 H-indol-5-yO-amine; 
(1H-lndd-5-yO-[7^ethoxy^(1^ 
25 [6-(3-Amino^enyletriynyl^ 

Examples of other compounds of the formula I are the following: 

{6-[3-(Benzyt-methyl-amino)i3ro^ 
30 (3-E%nyl^henyi)-(6^id^ 

( 1 H-!nott-5-y0-(6i)yridin-2-y1e^ 

( 1 H- lndol-5-yl) -{7-fnethoxy -6-pyridin-2-ylethynyl-quinazolin-4-yl)-amine; 

(3-Ethynyl-phenylH6l>yr(d(rv2-yl^ 

(3-EthynytyhenylH6^4-fnettylsute^ 
35 (3-Ethynytyrienyl)-[6-(4-trffl^ 

(3-Ethynyl^heny{)-{7^etho^^phenyl^uina20iin^-yQ-arrrine; 

(3-Etrtynyl^tenyl)-(7wnethoxy-6-py^^ 

(3-Ethynyl^rieny1)-(7^ethoxy^py^^ 

(3- Bromo^enyl)-(6^rkjirv2-yl^uinazofin^y0-amine ; 
40 2-{4-{1 H-lrxtol-5-ylamino)-7-methoxy^uinazolin-6-yl]-ben2oic acid ethyl ester; 

2^4<3^ thyny1^henylamino)-7Hn^ 

4-[4-(1H>lndd-5-ylamino)'7-methoxy^uinazofin-6-yl]4)enzoicacid ethyl ester; 

4«( 1 H-lrKtoJ^ylamino)-6-pyrkiin^^ 

( 1 H-Ir^-5-y0-[7^2-methoxy-e 
45 (3-Ethynyl^henyl)-(6^tolyl^uiriazolirv4-yl)-arrtne; 

(3-E%nyl^henyl)-(6i)henyl^uiiiazoliri^yl)-arrane; 

(3-Ettynyl-prienylH6-(4^ethytsuffe^ 

(3-Ethynyl-pheny1H6-(4-trifluor^ 

{6-{4-Chtoro^enyl)<iuinazoli^ 
so 4-(6-CWoro-2 r 3-dihydro-indoM -yf)-6-phenyl-quiriazoline; 

(3-Ethynyl-f>rienyl)-(7^ethox^^ 

4^6-CWao-2.3<lihydrOHndol-1-yl)-7-methax^ 

(3-Oxazol-5-yli3hertyl)^6i3yridin-3-yl-quinazol in^-yl)-arnine; 

(1 H-frid^5-ylH6^2i^din^-yl^ 
55 (1H-lrtdo!-5-yl)-(6t>henylethyr^ 

( 1 H-lndol-5-yQ-(7^ethoxy^i)yrldin-3-yl-quinazolin-4-yO-amine 

(3-Ethynyl^rteny1)-(7Hrieth^ 

4-[4-(l H-lrxJol-5*ylamirK))K?uinazolin-6-yl]-ben20ic acid ethyl ester; 
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2^3-Ethynyli>henytarTiino)*<;uina2olin-&-yI]-benzoic acid ethyl ester; 
2^4^1H-lndol-5-ylamino)-quina2o!in-6-yl]-ben20ic acid ethyl ester; 
(3-Ethynyl-phenylH6^yrfcfin-2-^ 
(1H-lmjol-5-y0^^yridin-2-yl^uinazcJin^-yO-arr«ne; 
s (3-Bromo-phenyl)-(6-pyrldirv2-ylKjuina20Iin-4-yQ-amine; 

(1 H-lrKJol-5-yO-(6i3yridm-2-yJethynyt^uina20fin^-yl)-arnine; 

2-{4-(1 H-lndol-5-ylarriino)-7-inethoxy^^^ acid ethyt ester; 

2-[4^3-Ethynyl-phenylam"no)-7HTiethra^ 

4 W1 H-lndol-5-ytamino)-7-memoxy^uinazo!^ acid ethyl ester; 

w (1 HMndol-5-y0^7-methoxy^tyryl^uina2olin^-yl>-anwe; 
(1 H-lndo^5-yOH7^ethoxy^2^3-n^ 

{642-(4-Benzytoxy-3-mettocyi)heny^ H-rndoJ-5-yO-amine; 
OH-lndol-5-yO-p-methoxy^-(2i)yitt^^ 

(1H-lndol-5-ylH7-methc*y^-[2^5,5,8^^ len-2-ylHny0^nazolin-4-yl}- 
is amine; 

N-(4^2-{4-(1H-lndol-5-ytam^^^ 

{6-{2-(3,5-Dimethoxy-pnenyQ-virry^ 

(4-{2-[4-(1 H-lrictoN5-ylamino)^uinazdi^ 

(1 H-lndol-5-ylH6-(2-pyrazin-2-^^^ 
20 5-[4-0 H-lndol-5-ytamino)-qiri nazoIin-6-yl]-l H-pyridin-2-one; 

(1 H- lndol-5-y^5-yt)-f7-methax^^ 

5-{4^1H-lrdol-5-ylarrino)-7-meth^ 

5-[4-< 1 H-lndol-5-ylamino)-7-rr^oxy-quiriazolin^^ 

5-[4-( 1 H-lndol-5-y1amsno)-7-meihoxy^uin^ 
25 5-{4-(1 H-lndol-5^yfamino)-7-methoxy^ acid methyl ester; 

(1H-lndol-5-yO-(7-methoxy^iiinoJirv3-^ 

[6-(6-Amino^idin-3-yl)-7-mefr^ 

[8*(6-Dimethyl-pyridir^y1)-7-met^^ 1 HHndol-5-yQ-amine; 

5^6-Pyrid!rv3->1^uina20Dn-4-yiarnino)-1 ,3-dihydro-indol-2-one; 
30 (1H-lndol-5-yO-(7-me1hoxy^yrazin-2-^ 
(1 H- Irtf ol-5-y0-{7-me1hoxy^-(6-rneth^ 

[6-(6-AmirK>iJyrazin-2-yl)-7-methoxy^uina20lin-4-y and, 
(1 H- !mjoI-5-yl)-[6-(2^azin-2-yl-vinyl)-quinazolin-4-yl]-amine. 

35 This invention also relates to a method of inhibiting abnormal cell growth in mammals, including humans, that is 
caused by the mutation or overexpression of a protein tyrosine kinase (e.g.. epidermal growth factor receptor tyrosine 
kinase), which comprises administering to a mammal in need of such inhibition a protein tyrosine kinase inhMing effec- 
tive amount of a compound of the formula I, or a pharmaceutical^ acceptable salt thereof. 

This invention also relates to a pharmaceutical composition for inhibiting abnormal cell growth in mammals, includ- 

40 ing humans, that is caused by the mutation or overexpression of a protein tyrosine kinase (e*g« epidermal growth factor 
receptor tyrosine kinase), comprising a protein tyrosine kinase inhibiting effective amount of a compound according to 
claim 1, or a pharmaceutical acceptable salt thereof, and a pharmaceutical] y acceptable carrier. 

This invention also relates to a method of treating or preventing hype rprol iterative disorders or conditions such as 
malignant or benign tumors, other hyperplastic conditions such as benign hyperplasia of the skin (e.g.. psoriasis) and 

45 benign hyperplasia of the prostate (e.g.. benign prostatic hypertrophy (BPH)). leukemias and lymphoid malignancies in 
a mammal, including a human, comprising administering to a mammal in need of such treatment or prevention an 
amount of a compound of the formula I. or a pharmaceuticafly acceptable salt thereof, that is effective in treating or pre- 
venting such disorder or condition. 

This invention also relates to a pharmaceutical composition for preventing or treating hyperproliferative disorders 

so or conditions, such as benign or malignant tumors, other hyperplastic conditions such as benign hyperplasia of the skin 
(e.g.. psoriasis) and benign hyperplasia of the prostate (e.g.. benign prostatic hypertrophy), leukemias and lymphoid 
malignancies in a mammal, inducing a human, comprising an amount of a compound of the formula I, or a pharmaceu- 
ttealty salt thereof, that is effective in preventing or treating such condition or disorder, and a pharmaceuticafly accept- 
able carrier. 

55 This invention also relates to a method of treating or preventing hyperprol iterative disorders or conditions such as 
malignant or benign tumors, other hyperplastic conditions such as benign hyperplasia of the skin (e, g„ psoriasis) and 
benign hyperplasia of the prostate (e.g.. benign prostatic hypertrophy), leukemias and lymphoid malignancies in a 
mammal, including a human, comprising administering to a mammal in need of such treatment or prevention a protein . 
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tyrosine kinase inhibiting effective amount of a compound of the formula I. or a pharmaceutically acceptable salt 
thereof. 

This invention also relates to a pharmaceutical composition for preventing or treating hyperprofiferative disorders 
or conditions, such as benign or malignant tumors, other hyperplastic conditions such as benign hyperplasia of the skin 
(e.g.. psoriasis) and benign hyperplasia of the prostate (ao.. benign prostatic hypertrophy), leukemias and lymphoid 
malignancies in a mammal, including a human, comprising a protein tyrosine kinase inhibiting effective amount of a 
compound of the formula I. or a pharmaceutically salt thereof, and a pharmaceutically acceptable earner. 

Examples of such benign proliferative disorders that can be prevented or treated with compounds of the formula II 
and their pharmaceutically acceptable salts are psoriasis, benign prostatic hypertrophy and restenosis. 

The term "aikyT. as used herein, unless otherwise indicated, includes saturated monovalent hydrocarbon radicals 
having straight branched or cyclic moieties or combinations thereof. 

The term "halo", as used herein, unless otherwise indicated, refers to chloro. ftuoro, bromo or iodo. 

The term "one or more substrtuents", as used herein, refers to from one to the maximum number of substituents 
possible based on the numbers of available bonding sites. 

The compounds of formula I that are basic in nature are capable of forming a wide variety of salts with various inor- 
ganic and organic acids. The acids that may be used to prepare pharmaceutically acceptable acid ackfition salts of such 
basic compounds of formula I are those that form non-toxic acid addition salts le^ salts containing pharmacologically 
acceptable anions, such as the hydrochloride, hydrobromide, hydroiodide, nitrate, sulfate, bisutfate. phosphate, acid 
phosphate, isonicotinate. acetate, lactate, salicylate, citrate, acid citrate, tartrate, pantothenate, bitartrate. ascorbate, 
succinate, maleate. gentisinate. fumarate, gluconate, glucaronate. saccharate. formate, benzoate, gtutamate. meth- 
anesurfonate. ethanesulfonate. benzenesultonate, p-toluenesuffonate and pamoate [Le,, l.r-methylene-bis-fS- 
hydrcxy-3-naphthoate)] salts. 

Those compounds of the formula 1 that are acidic in nature, are capable of forming base salts with various pharma- 
cologically acceptable cations. Examples of such salts include the alkali metal or alkaline earth metal salts and partic- 
ularly, the sodium and potassium salts. 

The compounds of formula I may contain chiral centers and therefore may exist in different enantiomeric forms. 
This invention relates to all optical isomers (e.g.. enantiomers and diastereomers) and other stereoisomers of com- 
pounds of the formula I, as well as racemic and other mixtures thereof. 

Formula I above includes compounds identical to those depicted but for the fact that one or more hydrogen or car- 
bon atoms are replaced by isotopes ttiereof. Such compounds are useful as research and cfiagnostic tools in metabo- 
lism pharmokinetic studies and in binding assays. 

Patients that can be treated with compounds of the formula I according to the methods of this invention include, for 
example, patients that have been diagnosed as having lung cancer, bone cancer, pancreatic cancer, skin cancer, can- 
cer of the head and neck, cutaneous or intraocular melanoma, uterine cancer, ovarian cancer, rectal cancer, cancer of 
the anal region, 6tomach cancer, colon cancer, breast cancer, gynecologic tumors (e.g.. uterine sarcomas, carcinoma 
of the fallopian tubes, carcinoma of the endometrium, carcinoma of the cervix, carcinoma of the vagina or carcinoma of 
the vulva). HodgWn's cSsease, cancer of the esophagus, cancer of the small intestine, cancer of the endocrine system 
(e.q.. cancer of the thyroid, parathyroid or adrenal glands), sarcomas of soft tissues, cancer of the urethra, cancer of 
the penis, prostate cancer, chronic or acute leukemia, solid tumors of childhood, lymphocytic lymphonas, cancer of the 
bladder, cancer of the kidney or ureter (e.g.. renal cell carcinoma, carcinoma of the renal pelvis), or neoplasms of the 
central nervous system (e.g.. primary CNS lymphona. spinal axis tumors, brain stem gliomas or pituitary adenomas). 

Patients that can be treated with compounds of the formula I and their pharmaceutically acceptable salts according 
to the methods of this invention also include patients suffering from abnormal cell growth, as defined above. 
This invention also relates to compounds of the formula 
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II 

wherein Ar, Q 1 . m, R 1 and n are defined as above, except that the Ar group in Q 1 can not be phenyl. These compounds 
are useful as intermediates in the synthesis of compounds of the formula L 

Detailed Description of the Invention 

Compounds of the formula I may be prepared as described below. In the reaction schemes and Discussion that fol- 
low, Z, A, Q 1 . Q 2 . Ar, X. Y, R 1 through R 7 , m, n. o, p and q and formula I are defined as above. 
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Scheme 1 illustrates the synthesis of compounds of the formula I wherein X is absent. These compounds are 
referred in Scheme 1 and throughout this specification as "compounds of the formula IA." As shown in Scheme 1 , such 
compounds are prepared from the analogous compounds having an oxo group at position "4" of the quinazoline ring, 
the position to which Z is attached in the final product. Thus, compounds of the formula !A, all of which have the aryl or 
heteroaryl moieties of Q 1 attached directly to the quinazolinone ring, are formed by adding one or two Q 1 groups to the 
quizalinone nucleus prior to converting the oxo group into substituent Z. 

Referring to Scheme 1 , the quinazolinone of formula II is first activated by reacting it with an activating agent at a 
temperature from about 60°C to about 120°C, preferably at the reflux temperature, and then adding a reagent of the 
formula ZH. Examples of appropriate activating agents are the following; triphenylphosphine polymer/carbon tetrachlo- 
ride in a methylene chloride solvent; phosphorus oxychloride (POCI 3 ) (neat); POd 3 in the presence of pyridine lutidine 
or another amine base; phosphorus pentachloride (PCy ; oxafyi chloride (COCI) 2 , using a DMS catalyst; or thionyl chlo- 
ride (SOCy (neat). The reaction with the Z-containing reagent is generally carried out in a Ct-Ce alcohol solvent, pref- 
erably isopropanol. in a sealed tube at a temperature from about 68°C to about 120*C. preferably at about 120°C. Prior 
to adding the Z-containing reagent the solvent from the activation step is generally removed using a rotary evaporator 
or, where the activating agent is triphenylphosphine polymer/carbon tetrachloride, by filtration. 

Compounds of the formula II can be prepared as illustrated in Scheme 2. Referring to Scheme 2. compounds of 
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the formula 111 are reacted with a compound of the formula IV in the presence of a palladium (2) catalyst and an inor- 
ganic base. This reaction, which forms a bond between the aryf or heteroaryl group and position "6" or m T of the quina- 
zolinone nucleus, is typically carried out in a solvent such as toluene, benzene or a Cj -C 4 alcohol, at a temperature from 
about room temperature to about the reflux temperature of the reaction mixture. It is preferably carried out at the reflux 
temperature. Examples of catalysts that can be used are palladium dipheny(phosphine butane dichtoride, bis-(triphe- 
nylphosphine)paJladium, palladium acetate, and palladium tetrakis triphenylphosphine. Examples of inorganic bases 
that can be used are sodium hydride, sodium or potassium carbonate, and sodium or potassium hydroxide. The fore- 
going procedure can also be used to add a second Ar group to the quinazolinone nucleus (Lfi., to prepare a compound 
of formula II in which a substrtuent Ar is attached both to positions "6" and T). 

Compounds of the formula III can be obtained, as illustrated in Scheme 3. by reacting a compound of the formula 
V with iodochloride (ICJ) in concentrated aqueous hydrochloride acid and ethanol. at a temperature from about -40° to 
about 20°C, to form the corresponding compounds of formula VI. The resulting compounds of formula VI can then be 
converted into the desired starting materials of formula III by reacting them in a formamide solvent with HC(=0)NH2 at 
a temperature from about 1 20°C to about 1 80°C. 

Schemes 4 and 5 illustrate methods of preparing, respectively, compounds of formulas IV and II in which Ar is pyri- 
dyl. Analogous procedures can be used to prepare the corresponding compounds of the formulas II and IV wherein Ar 
represents other heteroaryl groups. Referring to Scheme 4, a compound of the formula VI, in which q is zero, one, two 
or three, is reacted with hexabutyl d'rtin ((C^JJaSnSn^Cgfe) in the presence of palladium tetrakis triphenylphosphine 
in a polar, aprotic solvent such as tetrahydrofuran (THF), dioxane. dimethytformamide (DMF) or ether, preferably THF 
or toluene, at a temperature from about 20°C to about the reflux temperature of the reaction mixture, preferably at about 
the reflux temperature. The compound of formula VII so formed can then be converted into the corresponding com- 
pound of formula IVA by reacting it first with n-butyl lithium and trimethoxy borate (B(OCH)a) or triisopropoxy borate 
(B(OCH(CH 3 ) 2 )3). and then with hydrochloric acid. Generally, this reaction, which can also be used to convert com- 
pounds of the formula VI directly into the corresponding compounds of formula IVA, as shown in Scheme 4, is generally 
carried in a polar, aprotic solvent such as THF, dioxane, ether, DMF or glyme. preferably THF or ether, at a temperature 
from about -100°C to about -40°C. preferably at about -78°C. 

Referring to Scheme 5, a compound of formula VII, wherein q is zero, one, two or three, is reacted with a compound 
of the formula III to form the desired compound of formula IIA wherein a substituted or unsubstrtuted pyridyl group is 
directly attached to the quinazolinone nucleus. Typically, this reaction is carried out in the presence of a palladium (0) 
catalyst such as palladium tetrakis triphenylphosphine in a polar aprotic solvent such as THF. dioxane. ether, gfyme or 
DMF. preferably THF; at a temperature from about 20°C to about the reflux temperature of a reaction mixture, preferably 
at about the reflux temperature. The foregoing procedure can also be used to add a second Ar group to position "6" or 
T of the benzo ring. 

Scheme 6 illustrates the preferred method for attaching phenyl or naphthyl groups to the benzo moiety of the quina- 
zolinone nucleus. According to this method, this zinc substituted Ar group of formula IX. rather than the trfoutyl tin sub- 
stituted Ar group of formula VII, is coupled with the iodine substrtuent of the compound of formula I II. The zinc derivative 
of formula IX is formed by reacting the corresponding compound of formula VII I with tributytlithium and zinc dicholortde 
at a temperature from about -1 00°C to about -40°C. preferably at about -78°C. The preferred solvents for this reaction 
are THF and ether; however, other polar, aprotic solvent such as DMF or dioxane may also be used. The foregoing pro- 
cedure can also be used to add a second Ar group to position "6* or T of the benzo ring. 

Compounds of the formula I wherein X is O2 alkene or C2 alkyne can be prepared as illustrated in Scheme 7. These 
compounds, referred to in Scheme 7 and throughout this specification as compounds of the formula IB, contain an alke- 
nyl. aJkynyl or alkynyl-Y linking group between each Ar substituent and the benzo moiety of the quinazoline ring. 
According to this procedure, the Z substrtuent is added prior to adding the Ar substrtuent or substituents. The first reac- 
tion illustrated in the Scheme. Le.. the conversion of compounds of the formula Ml into compounds of the formula VIII, 
is accomplished using the same procedure illustrated in Scheme 1 and described above for formation of compounds of 
the formula IA from compounds of the formula II. After the Z substituent has been added at position "4" of the quinazo- 
line ring, the compound of formula VIII is reacted with a compound of the formula Ar-Y-XH, wherein X is C2 alkene or 
C2 alkyne, to form the desired compound of formula la Examples of these two variations of this procedure are illus- 
trated in Schemes 8 and 9, respectively. 

The starting materials of formula Ar-Y-XH wherein X is -CH=CH- or -C=C- are either commercially available or can 
be prepared using literature methods well known to those of skill in the art or can be prepared by ref luxing a compound 
of the formula ArBr with a compound of the formula XSnBu3 (wherein Bu is butyl) in a toluene or benzene solvent in the 
presence of palladium diphenylphosphine butane dichtoride. 

The starting materials of formula ZH are either commercially available or can be prepared using literature methods 
well known to those of skill in the art or using methods described in PCT Patent Application PCT/IB95707881. which 
designates the United States and was filed on June 7, 1995. The foregoing patent application is incorporated herein by 
reference in its entirety. 
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Starting materials, the synthesis which is not specifically [described, above, are either commercially available or 
can be prepared using literature methods well known to those of skill in the art. 

The preparation of compounds of the formula I not specifically described in the foregoing experimental section can 
be accomplished using combinations of the reactions described above that will be apparent to those skilled in the art.. 
5 In each of the reactions discussed or illustrated in Schemes 1-9 above, pressure is not critical unless otherwise 
indicated. Pressures from about 0.5 atmospheres to about 5 atmospheres are generally acceptable, and ambient pres- 
sure, about 1 atmosphere, is preferred as a matter of convenience. 

The compounds of formula I that are basic in nature are capable of forming a wide variety of different salts with var- 
ious inorganic and organic acids. Although such salts must be pharmaceutically acceptable for administration to ani- 
to mals. it is often desirable in practice to initially isolate the compound of formula I from the reaction mixture as a 
pharmaceutically unacceptable salt and then simply convert the latter back to the free base compound by treatment 
with an alkaline reagent and subsequently convert the latter free base to a pharmaceutically acceptable acid addition 
salt. The acid addition salts of the base compounds ol this invention are readily prepared by treating the base com- 
pound with a substantially equivalent amount of the chosen mineral or organic acid in an aqueous solvent medium or 
75 in a suitable organic solvent such as methanol or ethanol. Upon careful evaporation of the solvent, the desired solid 
salt is readily obtained. The desired acid salt can also be precipitated from a solution of the free base in an organic sol- 
vent by adcfing to the solution an appropriate mineral or organic acid. 

Those compounds of the formula I that are acidic in nature, are capable of forming base salts with various pharma- 
cologically acceptable cations. Examples of such salts include the alkali metal or alkafine-earth metal salts and partic- 
le? ularfy. the sodium and potassium salts. These salts are all prepared by conventional techniques. The chemical bases 
which are used as reagents to prepare the pharmaceutically acceptable base salts of this invention are those which 
form non-toxic base salts with the acidic compounds of formula I. Such non-toxic base salts include those derived from 
such pharmacologically acceptable cations as sodium, potassium calcium and magnesium, etc. These salts can easily 
be prepared by treating the corresponding acidic compounds with an aqueous solution containing the desired pharma- 
25 cotogically acceptable cations, and then evaporating the resulting solution to dryness, preferably under reduced pres- 
sure. Alternatively, they may also be prepared by mixing lower alkanolic solutions of the acidic compounds and the 
desired alkali metal alkoxide together, and then evaporating the resulting solution to dryness in the same manner as 
before. In either case, stoichiometric quantities of reagents are preferably employed in order to ensure completeness of 
reaction and maximum yields of the desired final product. 
so The active compounds of this invention are potent inhibitors of the erbB family of oncogenic and protooncogenic 
protein tyrosine kinases such as epidermal growth factor receptor (EGFR), erbB2. HER3. or HER4 and thus are all 
adapted to therapeutic use as antiproliferative agents (e. g.. anticancer) in mammals, particularly in humans. In particu- 
lar, the compounds of this invention are useful in the prevention and treatment of a variety of human hyper proliferative 
disorders such as malignant and benign tumors of the liver, kidney, bladder, breast, gastric, ovarian, colorectal, pros- 
tate, pancreatic, lung, vulval, thyroid, hepatic carcinomas, sarcomas, glioblastomas, head and neck and other hyper- 
plastic conditions such as benign hyperplasia of the skin (e.g.. psoriasis) and benign hyperplasia of the prostate (e.g.. 
BPH). It is, in addition, expected that a compound of the present invention may possess activity against a range' of 
leukemias and lymphoid malignancies. 

The active compounds may also be useful in the treatment of additional disorders in which aberrant expression lig- 
and/receptor interactions or activation or signaling events related to various protein tyrosine kinases, are involved. Such 
disorders may include those of neuronal, glial, astrocytal. hypothalamic, and other glandular, macrophagal. epithelial, 
stromal, and blastocoelic nature in which aberrant function, expression, activation or signalling of the erbB tyrosine 
kinases are involved. In addition, compounds of formula I may have therapeutic utility in inflammatory, angiogenic and 
immunologic disorders involving both identified and as yet unidentified tyrosine kinases that are inhibited by compounds 
of the formula I. 

The in yjlrg activity of the active compounds in inhibiting the receptor tyrosine kinase (and thus subsequent prolif- 
erative response, e.g.. cancer) may be determined by the following procedure. 

Activity of the active compounds, in vitro, can be determined by the amount of inhibition of the phosphorylation of 
an exogenous substrate (e.g.. LVS3 - Gastrin or poIyGluTyr (4:1) random copolymer (I. Posner et aL J. Biol. Chem. 267 
(29), 20638-47 (1992)) on tyrosine by epidermal growth factor receptor kinase by a test compound relative to a control. 
Affinity purified, soluble human EGF receptor (96 ng) is obtained according to the procedure in G. N. Gill. W. Weber, 
Methods in Enzvmotoov 146. 82-88 (1987) from A431 cells (American Type Culture Collection, Rockville, MD) and pre- 
incubated in a microfuge tube with EGF (2uo/ml) in phosphorylation buffer + vanadate (PBV: 50 mM HEPES. pH 7.4; 
125 mM NaCI; 24 mM MgCfe; 100 jiM sodium orthovanadate), in a total volume of 1 0 uJ, for 20-30 minutes at room tem- 
perature. The test compound, dissolved in dimetbylsutfoxide (DMSO). is diluted in PBV, and 10 jd is mixed with the EGF 
receptor /EGF mix, and incubated for 10-30 minutes at 30°C. The phosphorylation reaction is initiated by addition of 20 
lil ^P-ATP/ substrate mix (120 uM Lys3-Gastrin (sequence in single letter code for amino acids, KKKGPWLEEEEEAY- 
GWLDF), 50 mM Hepes pH 7.4. 40 »iM ATP. 2 M Ci y-PH-ATP) to the EGFr/EGF mix and incubated for 20 minutes at 
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room temperature. The reaction is stopped by addition of 10 uJ stop solution (0.5 M EDTA, pH 8; 2mM ATP) and 6 uJ 2N 
HCI. The tubes are centrrfuged at 14,000 RPM, 4°C. for 10 minutes. 35 *il of supernatant from each tube is pipetted onto 
a 2.5 cm circle of Whatman P81 paper, bulk washed four times in 5% acetic acid, 1 liter per wash, and then air dried. 
This results in the binding of substrate to the paper with loss of free ATP on washing. The [^P] incorporated is meas- 

5 ured by liquid scintillation counting. Incorporation in the absence of substrate (e.g.. lysa-gastrin) is subtracted from all 
values as a background and percent inhibition is calculated relative to controls without test compound present. 

Such assays, carried out with a range of doses of test compounds, allow the determination of an approximate IC50 
value for the in vitro inhibition of EGFR kinase activity. The compounds of the formula I that were tested using the pro- 
cedure described above exhibited IC^q values in the range of 0.0001 -30 uM. 

70 Activity of the active compounds, in vivo, can be determined by the amount of inhibition of tumor growth by a test 
compound relative to a control. The tumor growth inhibitory effects of various compounds are measured according to 
the methods of Corbett T. H.. etal . "Tumor Induction Relationships in Development of Transplantable Cancers of the 
Colon in Mice for Chemotherapy Assays, with a Note on Carcinogen Structure", Cancer Res.. 35, 2434-2439 (1975) 
and Corbett T. ft, et aL "A Mouse Colon-tumor Model for Experimental Therapy", Cancer Chemother. Rep. (Part 2)". 

is 5, 169-186 (1975), with slight modifications. Tumors are induced in the left flank by s.c. injection of 1 X 10 6 log phase 
cultured tumor cells (human MDA-MB-468 breast or human HN5 head and neck carcinoma cells) suspended in 0. 10 ml 
RPM1 1640. After sufficient time has elapsed for the tumors to become palpable (2-3 mm in diameter) the test animals 
(athymic mice) are treated with active compound (formulated by dissolution in DMSO typically at a concentration of 50 
to 100 mg/mL followed by 1 $ dilution into saline or, alternatively, 1 :9 dilution into 0.1% Pluronic® P105 in 0.9% safine) 

20 by the intraperitoneal (ip) or oral (po) routes of administration twice daily (La. every 12 hours) tor 5 consecutive days. 
In order to determine an anti-tumor effect, the tumor is measured in millimeters with Vernier capers across two diame- 
ters and the tumor size (mg) is calculated using the formula: Tumor weight = (length x [width] 2 )J2 , according to the 
methods of Geran, R.I.. etal. "Protocols for Screening Chemical Agents and Natural Products Against Animal Tumors 
and Other Biological Systems". Third Edition. Cancer Chemother. Rep.. 2. 1 -104 (1 972). Results are expressed as per- 

25 cent inhibition, according to the formula: Inhibition (%) = (TuW^^ - TuW lesl )/TuW mnlmt x 100% . Trie flank site of 
tumor implantation provides reproducible dose/response effects tor a variety of chemotherapeutic agents, ad the 
method of measurement (tumor diameter) is a reliable method for assessing tumor growth rates. The title compounds 
of the experimental examples of this case that are compounds of the formula I all exhibited, when tested in the above 
assay, percent inhibition values greater than 50% at 1 0 uM. 

30 Administration of the active compounds can be effected by any method that enables delivery of the compounds to 
the site of action (e.g.. cancer cells). These methods include oral routes, intraduodenal routes, parenteral injection 
(including intravenous, subcutaneous, intramuscular, intravascular or infusion), topical administration, etc. 

The amount of the active compound administered will be dependent on the subject being treated, the severity of 
the disorder or condition, the rate of administration and the judgement of the presenting physician. However, an effec- 

35 tive dosage is in the range of about 0.001 to about 100 mg per kg body weight per day, preferably about 1 to about 35 
mg/kg/day, in single or divided doses. For a 70 kg human, this would amount to about 0.05 to about 7 g/day, preferably 
about 0.2 to about 2.5 g/day. In some instances, dosage levels below the lower limit of the aforesaid range may be more 
than adequate, while in other cases still larger doses may be employed without causing any harmful side effect, pro- 
vided that such larger doses are first divided into several small doses for administration throughout the day. 

40 The pharmaceutical composition may, for example, be in a form suitable for oral administration as a tablet capsule, 
pill, powder, sustained release formulations, solution, suspension, for parenteral injection as a sterile solution, suspen- 
sion or emulsicn.for topical administration as an ointment or cream or for rectal administration as a suppository. The 
pharmaceutical composition may be in unit dosage forms suitable for single administration of precise dosages. The 
pharmaceutical composition will include a conventional pharmaceutical carrier or excipient and a compound according 

45 to the invention as an active ingredient. In addition, it may include other medicinal or pharmaceutical agents, carriers, 
adjuvants, etc. 

Exemplary parenteral administration forms include solutions or suspensions of active compounds in sterile aque- 
ous solutions, for example, aqueous propylene glycol or dextrose solutions. Such dosage forms can be suitably buff- 
ered, if desired. 

so Suitable pharmaceutical carriers include inert diluents or fillers, water and various organic solvents. The pharma- 
ceutical compositions may. rf desired, contain additional ingredients such as flavorings, binders, excipients and the like. 
Thus for oral administration, tablets containing various excipients, such as citric add may be employed together with 
various disintegrants such as starch, alginic acid and certain complex silicates and with binding agents such as 
sucrose, gelatin and acacia. Additionally, lubricating agents such as magnesium stearate, sodium lauryl sulfate and talc 

55 are often useful for tableting purposes. Solid compositions of a similar type may also be employed in soft and hard filled 
gelatin capsules. Preferred materials, therefor, include lactose or milk sugar and high molecular weight polyethylene 
glycols. When aqueous suspensions or elixirs are desired for oral administration the active compound therein may be 
combined with various sweetening or flavoring agents, coloring matters or dyes and, if desired, emulsifying agents or 
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suspending agents, together with diluents such as water, ethanpl. propylene glycol, glycerin, or combinations thereot 
Methods of preparing various pharmaceutical compositions with a specific amount of active compound are known, 
or will be apparent, to those skilled in this art For examples, see Remington's Pharmaceutical Sciences. Mack Publish- 
ing Company, Easter. Pa.. 15th Edition (1975). 

Example 1 

f 1 H-lndol-S-vn^6-iodo<?uina20)in^vlVamine 

6-lodo-3H«|uinazofin-4-one (50 gm. 18.3 mmol) was slurried in 60 mL methylene chloride (CH2CI2) with several 
drops of DMF. Oxalyt chloride (6.99 g. 4.83. mU 55.1 mmol) was added dropwise to the slurry at 0°C. The reaction was 
refluxed for 48 hours and then concentrated in vacua Pyridine (2.9 gm, 2.97 ml_ 36.7 mmol) and tert-butyl alcohol (10 
mL) was added to dissolve the 4-chloro-6-iodo qiihazoJina 5-Aminoindole (2.9 gm. 22.0 mmol) was added and the 
reaction was heated at 60°C overnight Diluted the reaction mixture with chloroform (CHCy and washed with brine, 
saturated aqueous NaHCQj and dried over Na 2 S0 4 . The organic layer was concentrated in vacuo to a black oil. The 
crude product was chromatographed on silica gel (2 parts methanol to 1 part methylene chloride (2 MeOH/ChfeCy) to 
provide 2.99 gm of white crystalline product 

M.R 261°C; LOMS: 387 (M+); RP18-HPLC RT: 4.12 min. 

Example 2 

(1H-lrxjol-5-yO-(6^hepyletrryr^^uina2oj{n^-yil'amin9 

(1H-lrtdol-5-yI)-(6HOdo-quinazolin*4-yi)-amine (200 mg. 0.5 mmol), 1-ethynytbenzene (158 mg. 1.5 mmol) and die- 
thyl amine (189 mg. 2.5 mmol) were combined in 4 mL of DMF. Copper iodide (16 mg, 0.09 mmol) and bis-triphenyl 
phosphine dichtoropaJladium (18 mg. 0.025 mmol) were added to the reaction. The reaction was sealed under nitrogen 
and wrapped in aluminum foil and heated to 60°C for 2 hours. The reaction was cooled to room temperature and cfiluted 
with chloroform. The mixture was washed with IN EDTA solution, saturated aqueous sodium bicarbonate (MaHC0 3 ) 
and dried over sodium sufate (Na 2 S0 4 ). The organic layer was concentrated in vacuo to afford a brown oil. The crude 
product was chromatographed on silica gel using 2% methanol/crtlorofbrm to provide 186 mg (quantitative yield) of pure 
produce as its free base. 

The yellow residue was slurried in CHCI^eOH and 2 equivalents of 1 N HCI/ether was added. The title compound 
was precipitated with ether to produce 155 mg, 69%). 

M.P. 278-287°C (dec); LC-MS: 361 (M*); RP18-HPLC RT: 5.05 min. 

Example 3 

6-fodo-7-methoxv-3H-ouinazolin^one 

2-Ethy!carbaxy-5-methaxyaniGne (anthranilie) (10 gm, 43 mmol) is dissolved in 50 mL of water. 30 mL of elhanol 
and 4.3 mL concentrated hydrochloric acid (HCI). The solution is cooled to 20°C. A solution of iodomonochloride (7.0 
gm, 43.1 mmol in 7.55 mL concentrated MCI and 27 mL water) at 5°C is added quickly to the aniline solution. The reac- 
tion is stirred overnight. Filtered the reaction to obtain 29.5 gm (96%) of product which was used as is in the next step. 

Dimethytformamide dimethoxyacetal (59.1 gm. 496 mmol) is added to the product and the solution is heated for 14 
hours at 80°C. Concentrated the reaction in vacuo and dissolved in methanol (100 mL) and cooled to 0°C. Ammonia 
was bubbled through the solution for 45 min. The reaction stirred at room temperature overnight 6-iodo-7-methoxy 
quinazoline was filter from the reaction as pure product (20.9 gm, 84%) 

.Example 4 

(1H-lrxjol-5-vl)-f6HC<^7-methoxvKiuinazolin-4-vn-amine 

In a round bottom flask 6-lodo-7-methoxy-3H*o ( uinazoiin-4-one (500 mg. 1.65 mmol). triphenyl phosphine polyner 
(2.75 gm. 3 mmol/gm) and carbon tetrachloride (2.53 gm. 16.5 mmol) were combined in 3 mL of dichloroethane and 
heated at reflux for 5 hours. 5-Aminoindole (686 mg, 1.65 mmol) was added to the mixture and heated at 50°C over- 
night. Reaction mixture was concentrated in vacuo and the residue was chromatographed on silica gel 20% MeOH/1% 
ammonium hydroxide (NH 4 OH)/CHCI 3 to provide 186 mg (28%) of product as a pale yellow solid. 

M.P. 260-267°C; PB-MS: 417 (MKT); RP18-HPLC RT: 4.28 min. 
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Examples 

(6-Ethvnv<-7-m6thoxvK3uinazolirM-yl)^1H^ndo<-5-yO>amine 

5 The trimethylsilyl protected title compound was synthesized according to the method of ©ample 2 using (1 H-lndol- 
5-yl)-(6-kxk>-7-me1hoxy-quina2olin-4-yl)-amine (90 mg. 0.198 mmol). trimethyteilyl acetylene (59 mg. 0.596 mmol) and 
diethylamine (72 mg, 0.99 mmol) in 2 mL of OMR The trimethylsilyl group was removed by addition of solid tetra-n- butyt 
ammonium fluoride hydrate (155 mg). The mixture stirred for 1 hour and was diluted with ethyl acetata The organic 
layer was dried over Na 2 S0 4 and concentrated in vacuo to provide a yellow oil. The crude product was chromato- 

70 graphed on silica gel using 5% MeOH/CHjjCfe to afford 44 mg of product as free base The HCI salt was made as in the 
method of example 1 to give 34 mg (49%) of the title compound. 
M R 176°C; LC-MS: 350 (MH^; RP18-HPLC RT: 3.48 min. 



Mmndol-5-vfl47^ethoxv^2^vridin^ 

In a sealed tube under nitrogen, (lH-lndd-5-ylH6HOdo-7^ethoxy^ (80 mg, 0,176 mmol), 4- 

vinyipyridine (22 mg, 0.21 1 mmol), palladium acetate (4 mg, 0.001 mmol) and triethylamine (74 mg, 103 \iL 0.74 mmol) 
20 were combined in 1.5 mL of acetonrtrile. The reaction was heated at 100°C for 48 hours. Filtered crude product from 
reaction mixture and chromatographed on silica gel 10% MeOH/CHCI 3 to obtain 60 mg of product as the free base. The 
title compound was converted to 56 mg (68%) of its HCI salt as described in Example 2. 

M R 264-273°C (dec); TS-MS:394 (M*); RP18-HPLC RT: &98 mia 

The compounds of Examples 7-1 8 were made according to the method of Example 6 from (1 H-lndol-5-yfM6^odo- 
25 7-methoxy-quinazolin-4-yl)-amine and appropriate vinyl starting materials. 



Ex am ple 6 



15 



H 



35 



30 




40 



45 



50 



55 
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Examole # 


B 


Yield 


HPLCRT 


LC/MSM* 


5 


7 


phenyl 


100 


5.893 


393.2 




8 


4-methoxyphenyl 


100 


5.893 


423.2 




9 


3.4-dimethoxyphenyt 


100 


5.228 


453.3 




10 


4-phenyl-methanol 


69 


4.055 


423.2 


70 




4-benzyloxy-3-methoxyphenyl 


! 55 


7.020 


529.3 




11 


| 4-amino-phenyl 


88 


3.79 


408.2 




12 


2-pyrazin-2-yi 


34 


6.25 


394.2 


15 


13 


7-rnethoxy-6-(2-pyridin-2-yl 


10 


5.967 


394.2 




14 


5,5,8,8-tetramethyl-5.6. 7,8>tetranydro-naphtha!efv2-yt 


46 


5.952 


503.4 




15 


2-nrtro-phenyl-acetamide 


15 


4,923 


495.3 




16 


2 -6-methyH -axy-pyr id in-3-yi 


50 


2.907 


424.3 


20 


17 


4-(1-Amino-ethyl)-phenyt 


35 


3.235 


436.2 




18 


3,5-Dimeihoxy-phenyl 


89 


5.910 


453.3 



25 Example 19 

MH-lndol-5-vn-f6^2^icfir>2^^ 

The title compound was prepared according to the method in Example 6 using (1H-lndol-5-yO (6-iodo-quina20{in- 
30 4-yl)-amine (200 mg, 0.52 mmol) and 2-vinylpyridine (65 mg. 67 uL 0.62 mmol). 
M.R 300°C (dec); PM-MS:364 (MH + ); RP18-HPLC RT: 3.83 min. 

Example 20 

35 6-(2-Pyritfn^^nY0-3H^uina2Qlin-4-one 

In a sealed tube under nitrogen, 6-todoquina2olone (1.36 gm, 5.0 mmol), 4-vinylpyridine (631 mg, 6.0 mmol). pal- 
ladium acetate (11 mg, 0.05 mmol) and trtethyl amine (1.11 gm. 1.53 mL. 1 1 mmol) were combined in 7 mL of ace- 
tonitrile and heated at 100°C for 18 hours. The reaction mixture was cooled to room temperature and the product was 
40 isolated by filtration. The product was washed with acetonitrile and dried in vacuum oven to provide 536 mg (43%) of a 
white solid. 

M.R 307-309°C, TS-MS550 (MWj; RP18-HPLC RT:2.41 min. 
Example 21 

45 

(3-Etrrwvl-ohenvlH6^2^widi^^ 

The titJe compound (250 mg, 1 .0 mmol) from Example 20, trrphenyl phosphine polymer (1 .66 gm, 3 rnmol/g resin), 
and carbon tetrachloride (1 .53 gm, 10.0 mmol) were combined in 3 mL of dichtoroethane and heated at 60°C overnight. 

so 3-ethynyl aniline (152 mg, 1 .3 mmol) was added and the reaction continued at 60°C for 3 hours. The reaction mixture 
was cooled to room temperature and the resin was filtered off and the solution was concentrated in vacua A yellow solid 
was obtained which was washed with methanol MeOH and hot methylene chloride CH 2 CI 2 , and dried to obtain 290 mg 
(68%) of product as its free base. 140 mg of the free base was converted to the title compound (166 mg, 39%) following 
the method of Example 2. 

55 M.R 272°C (dec); PB-MS:349 (MH + ); RP18-HPLC RT: 4.86 min. 
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Example 22 

( 1 H-lndol-5-vl)-f6^2^d»n^-vl-vinvnK3uina2Qlin^vn-amine 

The title compound (250 mg. 1 .0 mmoO from Example 20 was activated in an analogous method to Example 21 
and combined with 5-arrrinoindole (171 mg. 1.3 mmd). The reaction mixture was heated at 60°C overnight and then 
cooled to room temperature. The resin was filtered off and the sofution was concentrated in vacuo. The crude residue 
was chromatographed on silica gel in 1 0% acetone/ethyl acetate to provide 270 mg (74%) of the product 

M.P. 290°C (dec); TS-MS: 364 (MH*); RP18-HPLC RT=3.71 min. 

Example & 

<3^agp|-5-vfphenvM6^w^ 

The title compound (200 mg, 0.8 mmol) from Example 20 was activated in an analogous method to Example 21 
and combined with 3-oxazolo-aniiine (128 mg, 0.8 mmol) and heated at 60°C for 48 hours. The reaction was cooled to 
room temperature, the resin was filtered off and the solution was washed with saturated aqueous NaH0O 3 dried over 
Na 2 S0 4 and concentrated in vacuo. The crude residue was chromatographed on silica gel with 5% MeOH/CH 2 CI 2 and 
then chromatographed on RP18 HPLC with ammonia acetate (pH 4.5)/acetonrtrile to produce a yellow residue. The res- 
idue was converted to the title compound (34 mg, 7%) following the method of Example 2. 

M.P. 285°C (dec); PB-MS392 (M*); RP18-HPLC R.T » 4.07 min. 

Example 24 

nH-lndol-5-ylH6-f2-pyridm^^ 

In a sealed tube under nitrogen, (1H-lndol-5-yO-(6-iocloKnjinazolin^yO-amine (80 mg. 0.176 mmol). 4-vinytpyrid- 
ine (22 mg, 0.211 mmd), palladium acetate (4 mg. 0.001 mmd) and triethytamine (74 mg, 103 jiL 0.74 mmol) were 
combined in 1 .5 mL of acetonitrile. The reaction was heated at 100°C for 48 hours, filtered crude product from reaction 
mixture and chromatographed on silica gel 10% MeOH/CHCfe to obtain 60 mg of product as the free base. The title 
compound was converted to 56 mg (68%) of its HCI salt as described in Example 2. 

M.P. 264-273°C (dec); TS-MS:394 (M*); RP18-HPLC RT: 3.98 min. 

Example 25 

7»Metrx>xv-6>pwid?n-2-vl-3H-cuinazdtn-4-one 

To a flame dried 3 neck round bottom flask, 2-bromopyridine (3.14 gm, 19.9 mmof) was added to 40 ml of tetrahy- 
drofuran and the solution was cooled to -78°C. n-Butyllithium (12.4 mL, 19.9 mmol. 1.6 M) was added dropwise and the 
reaction stirred for 20. minutes. Zinc chloride (39.7 mL, 0.5 M. 1 9.9 mmol) was added at -78°C, the mixture continued to 
stir for 5 min and then was warmed to room temperature to produce a light green solution of zinc pyridyl intermediate. 

Palladium diphenylphosphinyt butane bischloride was prepared in situ by mixing equimolar amounts of palladium 
diphenylphosphine bischloride (282 mg. 0.66 mmol) and diphenylphbcphinyl butane (254 mg. 0.66 mmol) in 40 mL of 
THF for 20 min. 6-lodo-7-methoxyquinazoline (2.0 gm, 6.6 mmol) was added followed by the zinc pyridyl solution and 
the reaction mixture was refluxed for 24 hours. The reaction was concentrated in vacuo and chromatographed on silica 
gel with 1 0% ethanol/CHCl3 to provide 1 .83g (quantitative) the title compound. 

M.P. : 302°C (dec); TS-MS:254 (MH+); RP18-HPLC RT=2.42 min. 

Example 26 

<1H-WPl-5-vn^7^tto^ 

The title compound of Example 25 (300 mg. 1.2 mmol), triphenytphosphine pdymer (1.97 gm. 3 mmo!/gm resin), 
and carbon tetrachloride (1 .8 gm, 1 . 1 4 ml. 1 1 .8 mmd) were combined in 1 0 ml dichloroethane and heated to 85°C for 
48 hours. The resin was filtered off and the sdution added to 5-aminoindole (1 56 mg, 1 . 1 8 mmd). The solution refluxed 
for 16 hours and cooled to room temperature and concentrated in vacuo to a yellow residue. The crude product was 
chromatographed on silica gel using ethyl acetate and provided 25 mg (5%) of the title compound. 

M.P. 194 (dec); APC-MS:368 (MR*); RP18-HPLC RT=3.66 min. 
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Example 27 

r3-BfomoH3henyft^rTie1hoxv-6^ridin'2-vl^uinazdin^-v<Varnine 

5 The title compound of Example 25 (300 mg. 1 .2 mmo!). triphenylphosphine polymer (1 .97 gm, 3 mmol/gm resin), 
and carbon tetrachloride (1 .8 gm, 1 . 14 rrt, 1 1 .8 mmol) were combined in 10 ml dichloroethane and heated to 85°C for 
48 hours. The resin was filtered off and the solution added to 3-bromoaniline (1 56 mg, 1 . 18 mmol). The solution refluxed 
for 16 hours and cooled to room temperature and concentrated in vacuo to a yellow residue. The crude product was 
chromatographed on silica gel using ethyl acetate and provided 25 mg (5%) of the title compound. 

w MR 231°C (dec); PB-MS:407 (MH*); RP18-HPLC RT=4.55 min. 



Example 28 

(1H»lndok5«Yr)^6>( 2H3widii>2-yl^invl>^inazdin^yl1-amine 

15 

In a selected tube under nitrogen, (1H-lrciol-5-yl)(6-ic<Jo<UJin^^ (200 mg 0.517 mmol). 4-vinylpyri- 

dine (65 mg, 0.621 mmol), palladium acetate (12 mg, 0.005 mmd), triphenyl phosphine (27 mg, 0.01 mmol), tetrabutyl 
ammonium chloride (152 mg. 0.517 mmol) and triethylamine (115 mg, 158 pL, 1.31 mmol were combined in 1.5 mL of 
acetonitrile. The reaction was heated at 100°C tor 48 hours. The crude product from the reaction mixture was filtered 
20 and chromatographed on silica gel (1 0% MeOH/CHCy to obtain 60 mg of product as the free base. The title compound 
was converted to 117 mg (63%) of its HCI salt as described in Example 2. 
M.R 300°C (dec): TS-MS:364 (M + ); RP1 8-HPLC RT: 3.83 min. 

The compounds of Examples 29-31 were made according to the method of Example 28 from (1H-lndol-5-yf)-(6- 
iodo-quinazolin-4 yl)-amine and appropriate vinyl starting materials. 

25 




40 



45 



Example # 


R 


Yield 


HPLCRT 


LC/MSM* 


29 


4-phenyl-methanol 


73 


4.053 


393.2 


30 


2-pyrazinyt 


30 


5.893 


364.2 


31 


2-6-methyM -axy-pyridin-3-yl 


70 


2.923 


394.2 



so Example 32 

f1H-lr>dol-5-yn^6<)widin>2-vl^uinazolin-4-vn-amine 

The title compound of Example 25 (300 mg, 1.2 mmol), triphenylphosphine polymer (1.97 gm. 3 mmol/gm resin), 
55 and carbon tetrachloride (1.8 gm. 1.14ml. 1 1 .8 mmol) were combined in 10 ml dichloroethane and heated to 85°C for 
48 hours. The resin was filtered off and the solution added to 5-aminoindole (1 56 mg, 1 . 18 mmol). The solution refluxed 
for 16 hours and cooled to room temperature and concentrated in vacuo to a yellow residue. The crude product was 
chromatographed on silica gel using ethyl acetate and provided 25 mg (5%) of the title compound. 
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M.P. 272-279°C(dec); APC-MS:338 (MH*); RP18-HPLC RT=3.46 min. 
Example 33 

s 4-[4-f1H-lndol-5-vlamino)<3uina2olin^'Vil-tenzoicadcl ethyl ester 

The catalyst Pd(dppb)CI 2 was prepared according to the method in Example 25 in a flame dried round bottom flask 
under nitrogen. (IH-lndol-5-y0^6-ioob<juina-zolin^yl)-amine (200 mg, 0.517 mmol) and 4-zinc-iodo-benzoic acid ethyl 
. ester (1.6 ml, 0.6 M, 1.1 mmof) were added and the reaction mixture was refluxed for 24 hours. The reaction was 
io quenched with saturated aqueous ammonium chloride (NH 4 CI) and extracted with ethyl acetate and CHgCfe. The 
organic extracts were combined and dried over MgS0 4 and concentrated ?n vacuo to a yellow oil. The crude mixture 
was chromatographed on silica gel using a gradient of CHgCfe to 2% MeOH/Cr^Cfe to obtain 78 mg (40%) of the free 
base. The title compound was made according to the method in Example Z 
M.P. 265-270°C (dec). TS-MS:409 (Mf-P); RP-18-HPLC RT: 5.21 min. 

Example 34 

2-(40x^3 t 4^dihydro^uinazolin-6-yH-benzoic acid ethyl ester 

20 6-lodo-3H-quinazolin-4-one (500 mg. 1 .83 mmol) was slurried in 1 ml_ of DMF and added to 10 mL of anhydrous 
THF. Palladium triphenyl phosphine (105mg, 0.09 mmoO.ethyl 4-zinc-iodo-benzoate (5.22 ml, 0.7 M, 3.66 mmol) were 
added and the mixture was refluxed for 24 hours. The reaction was quenched with NH4CJ. extracted with CHCI 3 , dried 
over MgS0 4 and concentrated to a yellow oil. The crude residue was chromatographed on silica gel with ethyl acetate 
to obtain 367 mg (68%) of the title compound. 

25 M.P. ISI-ISS^TS-MS^SfMH*); RP18-HPLC RT: 3.57 min. 

Example 35 

2-(4^3>Ethynyl^henvtamino)-Quinazolrn-6»vfl'benzo!c acid ethyl ester 

30 

2K4<)xo-3.4^ihydro-quina20lin-6 i yl)-benzoic acid ethyl ester (135 mg, 0.46 mmol) was activated in an analogous 
procedure to Example 4 and was filtered into a flask containing 3-ethynyi aniline (54 mg. 0.46 mmol). The yellow mix- 
ture stirred for 24 hours at room temperature. The reaction was washed with saturated aqueous NaHC0 3 , dried over 
Na 2 S0 4 and chromatographed on sifica geJ using 50% ethyl acetate/hexane. Sixty-four milligrams (35%) of the free 
35 base was obtained and the trtfe compound was prepared using a procedure analogous to that of Example 2. 

M.P. 174-177°C; TS-MS:394 (MR*); RT18-HPLC RT: 5.66 min. 

Example 36 

40 2-[4-(1H-lnotoi-5-ylaminQ^ add ethyl ester 

2-(4-Oxo-3,4-dihydro-quinazolin-6-yl)-benzoic acid ethyl ester (1 75 mg, 0.59 mmol) was activated in an analogous 
procedure to Example 4 and was filtered into a flask containing 5-aminoindoie (19 mg, 0.59 mmd). The yellow mixture 
was stirred for 24 hours at room temperature. The reaction was washed with saturated aqueous NaHC0 3 , dried over 
as Na 2 S0 4 and chromatographed on silica gel using 50% ethyl acetate/hexane. Fifty milligrams (18%) of the free base 
was obtained and the title compound was prepared using a procedure analogous to that of Example 2. . 

M.P.: 212-216°C; AP*-MS:409 (MhT); RT18-HPLC RT: 4.69 min. 

Example 37 

so 

6-Pyridin-3-y<-3H-qvinazQlin-4-onft 

6-lodo-3H-quinazolin-4-one (4.0 gm, 14.7 mmol), 3-diethyIborate pyridine (1.72 gm, 11.75), potassium hydroxide 
(2.63 gm, 46.95 mmol), tetrabutyl ammonium iodide (2.16 gm, 5.87 mmol) and tetratos[triphenyt-phosphineJ palladium 
55 (680 mg, 0.586 mmol) were combined in 70 rnL of anhydrous THF and refluxed for 24 hours. The reaction was neutral- 
ized with 1 .83 mL of acetic acid and filtered product off as a black precipitate. The precipitate was washed with water 
and THF and then chromatographed on sifica gel using 1% pyridine/5% MeOH/CHgCfe. 1 29 gm (39%) of a pale yellow 
solid product was obtained. 
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M.P. 240-246°C; TS-MS:224 (MH*), RP18-HPLC RT: 2.33 min. 
Example 38 

s (30xazol-Svl<)henyl>(6wrkJin-3-vtH3uinazdin-4-vtVamine 

The title compound was made in an analogous method to Example 4 using 6-Pyridin-3-yl-3H-<juinazoJin-4-one (200 
mg, 0.9 mmoO and 3-axazorylaniline (143 mg. 0.9 mmol). (81 mg, 27%). 
M.P.: 309-320°C (dec.); TS-MS366 (MH*). 

10 

Example 39 
(3-EtrMivl-Phenv)H^ 

is The title compound was made in an analogous method to Example 4 using 6-Fy *Jii>3-yl-3H-quinazolin-4-one (200 
mg, 0.9 mmol) and 3-ethynyl aniline (104 mg. 0.9 mmol). (81 mg. 27%). 
M.P.: 276-282°C; PB-MS:323 (MH*); RP18-HPLC RT: 4.22 min. 

Example 4Q 

20 ~ 

f1H-lndol-5-vn-(6-Dvridin-3-yl-quinazolin-4-vl)>amine 

The title compound was made in an analogous method to Example 4 using 6-Pyridirv3-yl-3H-quinazolin-4-one (200 
mg, 0.9 mmol) and 5-amino indole (1 1 8 mg. 0.9 mmol). (78 mg. 23%). 
25 M.R: 259-265°C; PB-MS:388 (MH*); RP18-HPLC RT: 3.32 min. 

Example 41 

7-Methoxv-6<3vrkfin>3'Vl>3HKiuinazolin-4-one 

30 

The title compound was made utilizing the method of Example 37 from 6-lpdo-7-methoxy-3H-quinazolin-4-one (1 .5 
gm, 4.96 mmol). Two hundred seventy-eight milligrams (22%) of a pale yellow solid was obtained. 
M.P. 233°C, MS; 254 (MH*); RP18-HPLC RT: 2.5 min. 

35 Example 42 

(3-Ethynvl-ohenyl)-f7-memoxy-6^vrkJi^ 

The title compound was made according to the method of Example 4 using 7-Metrtoxy^6-pyridin-3-yl-3H-quinazo- 
40 lin-4-one (130 mg. 0.513 mmol) and 3-ethyny! aniline (68 mg. 0.513 mmol). Eight milligrams (10%) of a yellow precipi- 
tate was obtained. . 

M.P. 218-226°C (dec). TS-MS353 (MH*); RP18-HPLC RT: 4.61 min. . . 

Example 43 

45 

(1H-lndol-5-vn^7-rT^hoxv-6-w^ 

The title compound was made according to the method of Example 4 using 7-Methoxy-6-pyridin-3-yl-3H-quinazo- 
lin-4-one (130 mg, 0.513 mmol) and 5-aminoindole (68 mg, 0.513 mrnol). Twenty-eight milligrams (10%) of the free 
so base was obtained; the HCI salt was made according to a procedure analogous to that of Example 2. 
M.P. 222°C (dec), TS-MS:368 (MH*); RP18-HPLC RT: 3.58 min. 

Example 44 

55 6-Phenv1-3H-ouinazo)in-4-one 

The catalyst was prepared by adding bis-benzonitrile (palladium (II) chloride (140 mg, 0.37 mmol) to a solution of 
bis-(diphenytphospine butane) (1 57 mg. 0.37 mmol) in 1 8 mL of toluene. The mixture stirred at room temperature tor 20 
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min. 6-lodo-3H-quinazofin-4-one (1.0 gm, 3.67 mmol). phenyl boronic acid (896 mg. 7.35 mmcl). 1M aqueous Na 2 C0 3 
(3.67 mL, 7.35 mmol) and 9 mL of ethanol were added to the catalyst solution. The reaction mixture was ref luxed tor 24 
hours. Reaction mixture was cooled to room temperature, filtered through celrte, washed with saturated aqueous 
NaHCQ3 and dried over Na 2 S0 4 . The organic layer was concentrated to a yellow solid and chromatographed on silica 
5 gel using 20% hexane/ethyl acetate. Frve hundred ten milligrams (63%) of the title compound were isolated. 
PS-MS223 (MH*); RP18-HPLC RT: 3.47 min. 

Example 45 

10 4-(6-<>tlorc-2.3^ihYdro-ir^^^ 

The title compound was prepared in a manner analogous to the method of Example 4 using 6-Phenyl-3H-quinazo- 
lin-4-one (250 mg, 1.124 mmol) and 6-chloroindoline (172 mg. 1.124 mmol). Three hundred eighty-nine milligrams 
(88%) of a yellow solid was isolated from the reaction mixture. 
is M.R 249-255°C, T.S.M.S.: 358, 360 (M + . M+2*); RP18-HPLC RT: &59 min. 

Example 4$ 

7-Methoxy-6H3henvl^H^irinazolin-4-ona 

20 

The title compound was made from 6- todo-7-methoxy-3 H-quinazoIin-4-one (5.0 gm, 16.55 mmol) and phenyl 
boronic acid (4.04 gm. 33. 1 mmol) utilizing the method of Example 44. The crude product (1 .42 gm. 34%). was isolated 
after silica gel chromatography. The pure product was used in subsequent reactions. 

M.R 258-262°C; TS-MS:253(M*); RP18-HPLC RT: 3.67 min. 

25 

Example 47 

4-f6-Chlorc-2.3<fihvdr^ 

30 The title compound was prepared from 7-Methoxy-6^hertyl-3H<juinazolin4-cne (250 mg. 0.99 mmol) and 6-chlo- 
roinddine (152 mg, 0.99 mmol) utilizing the method of Example 45 (163 mg. 39%). One hundred sixty-three milligrams 
(39%) of product was obtained after column chromatography and precipitation as the HCI salt 
M.R: 218-219°C; M.S. (T.S.): 388. 390 (m*. m*+2); RP18-HPLC RJ: 7.05 min. 

35 Example 48 

l6-f3-fBenzyt-melhvl-amino^-proo-1 -vnvn^uinazofin^yt)-f:i HHrxjol-5-vn-amine 

The title compound was synthesized according to the method of Example 2 using (1 H-lndol-5-yf)-(6-iodo-quinazo- 
ao lin-4-yl)-amine (200 mg, 0.51 7 mmol). N-Melhyl-n-proparglylbenzylamine (246 mg. 1 .596 mmol) and diethyl amine (189 
mg, 2.59 mmol) in 2mL of dimethyfformamide (DMF). 

M.P. 187°C (dec.): LC-MS: 418 (MH+); RP18-HPLC RT: 4.13 min. 

Example 49 

45 

(3-Ethvnvl-phenvn-(6-pvrid^^ 

Trie title compound was synthesized according to the method of Example 2 using (3-Ethynyl-phenylH6-ic<Jo-quina- 
zolin-4-yO-amine (125 mg, 0.505 mmol), 2-ethynyl-pyridine (66 mg, 0.505 mmol) and diethyl amine (72mg l 0.99mmoJ) 
SO in2mLofDMF. 

M.R 163-169(C: LC-MS: 347 (MKT); RP18-HPLC RT: 3.80 min. 

Example 50 

55 (lH-lridol-5-Yn-(6^ridin-2-vlethvnvl<iuinazolin-4-vl)-amine 

The title compound was synthesized according to the method of Example 2 using (1H-lndol-5-yf)-(6-iodo-quinazolin-4- 
yl)-amine (125 mg, 0.505 mmol). 2-ethynyl-pyrtcGne (66 mg, 0.505 mmol) and diethylamine (72mg, 0.99mmol) in 2mL 
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of DMF. 

M.P. 189°C (dec ); LC-MS: 362 (MH*); RP18-HPLC RT: 5.13 min. 
Example 51 

5 

(1H-lndol-S-vn-<7-methcx y^-Dvrid^^ 

The title compound was synthesized according to the method of Example 2 using (1H-lndol-5-yl)-(6-iodo-7-meth- 
oxy-quinazofin-4-yi)-amine (135 mg, 0.486 mmol). 2-ethynyl-pyridine (185 mg, 1.45 mmol) and diethylamine (605 mg, 
.70 8.27 mmol) in 2mL of DM F. 

MP. 237°C (dec); LC-MS: 392 (MH*); RP18-HPLC RT: 4.47 min. 

Example 52 

is HH-lridol-5-Yn47-melhoxy-6-(6^eth 

The title compound was made by a method analogous to that of Example 44 using (1 H-lndol-5*yt)-(6-iodo-7-meth- 
oxy^uinazolin-4-yl)-amine (250 mg, 0.6 mmol) and 3*{2-methoxy-pyridyl) boronic acid (183 mg, 1.2 mmol). 1 72 mg of 
a pale yellow product was obtained after silica gel chromatography. This was converted to the title compound according 
20 to the method of Example 2. 

M.P.: 266-280°C (dec.); AC*-MS:398 (MH 4 ); RP18-HPLC RT: 4.49 min. 

Claims 

25 1. Compounds of the formula 



30 




wherein Z is NR 3 R 4 , R 3 is hydrogen and R 4 is either Q 2 or phenyl substituted by (R% or NR 3 R 4 is a group of the 
formula 



45 




55 

wherein the dotted line represents an optional double bond; 

each R 5 is independently selected from mono-, di- and trifluoromethyl, halo, nitro, hydroxy, amino, azido, iso- 
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thiocyano. (C r C 4 )alky1, phenyl, thienyl. (Cj-C^alkoxy. benzyloxy, phenoxy, (Cg-C^afeenyl, (CTCdalkynyl. 
(Ci-C4)alkylenediQxy, cyano, benzoylamino,trifluor^ethyl«ut»nylamtno, (C 1 -C^alkanoyiamino, (Cr 
C 4 )aikanoyi. N-mono-and N,N-di-(C r C 4 )alkylamino, (C r C 4 )alkylsuHonytamino. trifluoromemylsurfonylamino. 
(CrC^alkyHhio, (C r C 4 )aJkylsulfinyl and (C r C 4 )alkylsuMbnyl, pyrrol-1-y!. piperkfin-1-yl and pyrrolidin-1-yl, 
wherein said phenyl, benzyloxy, phenoxy and benzoyl amino may optionally be mono-substituted with halo, 
nitro, trifluoromethyl, hydroxy or (C r C 4 )aJkyt. and wherein said (C^C^kylenedioxy is lifted at both ends to 
adjacent carbons on the benzene moiety; 

or two R^s. together with the carbons atoms to which they are attached, form a group selected from imidazolyl. 
pyrrolo and pyrazolyl; 

each R 6 is independently selected from hydroxy, amino. N-mono- and N.N-dj-fCj -C 4 )alkyiamino, surf o and (C-i : 
C 4 )alkoxy (provided that such groups are not attached to a ring carbon which is directly adjacent to the ring 
nitrogen), or each R 6 is independently selected from carboxy. hydroxy(C 1 -C 4 )aikyt, (CrC^alkoxyfCt-C^alkyl, 
amino(C r C 4 )alkyl, mono-N- and di-N.N-tC^^JaJkylaminofCT-C^kyl, morphblino ((^-Cijalkyl, 4-(C r 
^Jalkyl-piperazin-l-ylCCvCJalkyl. carboxyf^-C^kyl. (C r C 4 )alkoxycarbonyl, suHb(C r C 4 )a!kyl. pyridyHCr 
C 4 )alkyl and (C^Jalkyl; 
q is an integer from 0 to 3; 
oisO, 1 or 2; 

Q 2 is a 9- or 10-membered bicyclic heteroaryl cyclic moiety, or a hydrogenated derivative thereof, containing 
one or two nitrogen heteroatoms and optionally containing a further heteroatom selected from nitrogen, oxy- 
gen and sulphur, and Q 2 may optionally bear one or two substituents independently selected from halogeno, 
hydroxy, axo, amino, nitro, carbamoyl, (Cj-CJalkyl. (C r C 4 )altoxy. (C 1 -C 4 )alky1amino, c5-{(C r C 4 )alkyi]amina 
(C^-C^alkanoylamino. (C2-C 4 )alkenyl and (C2-C 4 )alkynyl; 
Q 1 isAr-Y-X; 

each Ar is a monocyclic or bicydic aryl or heteroaryl ring (e.g .. phenyl, naphthyt, pyridyl, pyrimidyl. furanyl. thi- 

ophenyl, pyrrolyl, oxazolyl, thiazelyl, benzimidazolyl. benzoxazolyl, benzthiazolyl, pyranyl, pyrazinyl, thiazinyl, 

tndolyt, tsoindolyl, benzofuranyl. benzothienyl, quinazofinyl. pterinyl, quinolinyl or isoquinolinyf), and wherein 

each Ar group may optionally be substituted with from one to three substituents R 2 ; 

each X is. independently, alkene {ls^ -C=C-). C2 aikyne (Lfiy -C=C-) or absent; 

mis one or two; 

n is zero, one, two or three; 

Y is (CH^p wherein p is 0-5 and wherein one or two of the CH 2 groups may optionally and independently be 
replaced by either oxygen, sulfur. S0 2 . C=0. NH. or NCH3; 
each R 1 is selected, independently, from: 

(a) trifluoromethyl. halo, nitro, hydroxy, amino, cyano, (C 1 -C 4 )alkyl, (C 1 -C^alkoxy, (CrC^koxycarbonyl, 
tHo, (CrCJalkanoytoxy, (CrC^alkanoylamino, carboxy. phenoxy, benzoytoxy, carbamoyl. mono-N- and 
di-N-N-di-(C r C 4 )alkylcarbamoyl, mono-N- and dj-N,N-(C r C 4 )aIkylamino, mono-N and di-N,N- 
(hydroxy(C2-C 4 )alkyl)amino, mono-N and di-KN-ttC^C^alko^CC^-CJalkylJamino, anilino. pyrrolidin-1- 
yl. piperidin-1-yl, morpholino, piperazin-1-yl. 4-(C r C 4 )aD<ylp?)erazin-1-yl. (Cj-CJalkytthio and phenylthio. 
and any of the foregoing R 1 groups substituted on (Ct-C^alkyl; and 

(b) hydroxytCa-C^koxytCt-CJalkyl, (Ci-C^altoxy-tCa-C^alkoxyKCt-CJalkyl. hydroxy(C2- 
CJalkyrthioCC^-C^afkyl, (Ct-C^lkoxy^-C^alkylthiotCvC^kyl. hydroxyamino, benzoylamino, mono- 
N and di- N,N-(C 1 -C 4 )alkylcarbamoy!methYlamino, carbamoylmethylamino. (C r C 4 )alkoxycarbonylamino, 
(C^CJalkanoyJamino, carboxymethylami no, (C^Jalkoxycarbonylmethylamino, (Cj-C^alkcxyamino, 
(C 2 -C 4 )alkanoyloxyamino. phenyl(C r C 4 )alkylamino. (C 1 -C 4 )alkylsu!phonylamina benzenesuiphonamido, 
3-phenylureido. 2-oxcpyrrolidin-1-yl. 2,5-dioxopyrroliain-1-yl. ureido. (Cj-C^alkaxyfCvCJalkylcarbo- 
nylamino, (C r C 4 )alkylsuffinyl. (CfC^alkylsulfonyl, (C r C 4 )a[koxy(C2-C 4 )alkytthio, mono-, di-and trifluor- 
omethyloxy, (Ci^JaJkylenedioxy, benzyloxy. aztdo, guanidino, aminocarbonyl, mono-N-and di-N,N-(Ci- 
C 4 )alkylaminocarbonyl, phenyl(C r C 4 )alkoxy, carboxymethoxy, (Ci-C^alkoxycarbonylmethoxy, car- 
bamoyJmethoxy, mono-N and di-N.N-fCj-C^alkyl carbamoylmethoxy. mono-N- and di-N,N-(hydroxy(C2- 
C 4 )alkyi)carboxamtdo. mono-N- and dhN,N-((C r C 4 )aJkoxy (C2-C 4 )a(kyQcarbQxamido and bis((C r 
C 4 )alkanesulfonyl)amido; and 

(c) ^-C^afkoxy. (C2-C 4 )alkyfthio. (C 2 -C 4 )alkanoyloxy. (C2-C 4 )aIkylamino, (C 1 -C 4 )alkyl(C 1 -C 4 )alkylenedi- 
oxy. and (C2-C 4 )alkanoylamino; wherein each of the foregoing R 1 groups in V may optionally be substi- 
tuted with one or two substituents indpendently selected horn amino, halo, hydroxy, (Cs-CJalkanoyloxy. 
(Cj-C^alkoxy, mono-N-and di-N,N-(C 1 -C 4 )alkylamino. mono-N and di-N,N-(nydroxy(C2*C 4 )alkyl)amino. 
mono-N anddi-N,N-((C 1 -C 4 )aikDxy(C2-C 4 )aIkyi)amino, (Cj-CJaJkanoylamino, phenoxy, anilino, imidazol- 
1-yl, phenyrthio, piperidino. morpholino. pperazin-1-yl-, 4-{C r C 4 )alkylpiperazin-1-yl-, carboxy, (C r 
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C 4 )alkoxycarbonyl. carbamoyl, mcno-N-and di-N.N-^-C^Ikylcarbamoyl, carboxamido. mono-N- and di- 
N.N^Ci-C^alkylcarboxamido or mono-N- and di-N.N-thyoVoxyfCa-CJaikylJcarboxarrwlo; 

wherein any phenyl moiety in an R 1 substituent may optionally be substituted with one or two substiluents inde- 
pendently selected from halo, nitra trifluoromethyl, hydroxy, (C r C 4 )alkDxy and (CyCJalkfl, and wherein said 
(C r C 4 )alkylenediaxy is linked at both ends to the quinazolin e ring ; and 

each R 2 is independently selected from the substituents listed above in paragraphs "(a)" and "(b)" of the defi- 
nition of R 1 ; 

with the proviso that: (a) Q 1 must be at position or T of the quinazoline ring or at both of these positions; 
(b) Ar can not be unsubstrtuted phenyl; and (c) the sum of m + n can not be greater than four; (d) when R 4 is 
IH-indol-5-yi, and n is zero, and m is one and Q 1 is a 2^siibstituted-phenyf)-ethen-1-yl group that is attached 
to position T of the quinazoline ring, then (i) Ar can not be 1 ,1 <GmeOTy1-4,4-dimethyl-1 ,2,3,4-tetrarrydro- 
naphth-1 -yl. and (ii) the phenyl moiety of O 1 can not have any of the following 13 substitution patterns, each of 
which fully and independently defines the substitution on the phenyl moiety: 3-nitro, 4-methoxy, 4-bromo, 3.4- 
dimethoxy, 3-brcmo, 4-hydraxymethyl. 2,3,4.5.6-pentafluoro. 3.5-methoxy, 1-arrtinoethyl, 3-oxo-4-methyl. 2- 
methoxy, 3-nrtro-4-methyIc^rt>onytarnino or 3-methoxy-4-benzy!oxy; and (e) when R 4 is 1H-indol-5-yl. and n is 
one and mis one and R 1 is 6-methoxy and Q 1 is a 2-(substrtuted phenyl) -ethen-1 -yl that is attached to position 
T of quinazoline ring, then (i) Ar can not be 1 , 1 <iimethyl A4-dimethyM ,2,3,4-tetrahyoVo-naphth-1 -yl. and (ii) 
the phenyl moiety of Q 1 can not nave any of the following 4 substitution patterns, each which fully and inde- 
pendently defines the substitution on the phenyl moiety; 3-nitro, 3-bromo, 4-bromo, or 2,3,4.5.6-pentafluoro; 
and the pharmaceutical !y acceptable salt of such compounds. 

2. A compound according to claim 1 wherein 2 is NR 3 and NR 3 R 4 forms a group of the formula A wherein R 5 is amino, 
o is zero, p is one and the dashed line represents a double bond. 

25 

3. A compound according to claim 1 wherein such compound contains only one Q 1 group. 

4. A compound according to claim 1 wherein such compound contains two Q 1 groups. 
30 5. A compound according to claim 1 wherein Ar is substituted phenyl. 

6. A compound according to claim 1 wherein Ar is optionally substituted pyridine or pyrazina 

7. A compound according to claim 5 wherein Ar is monosubstrtuted phenyl. 

35 

8. A compound according to claim 5 wherein Ar ts disubstrtuted phenyl. 

9. A compound according to daim 1 selected from the group consisting of: 

40 (3-Ethynyl^heny0-(6i)yrkiin-2-yl-o^inazolin-4-yl)-amine; 

(3-Ethyny|-phenyI)-(6-pyricfin-3-yl-quiriazolin-4ryl)-amine; 

(1 H-lndol-5-yl)-{6-pyridin-3-yl -quinazofin-4-yf)-amine; 

(3-Ethynyl-phenyl)-[6-(2i3yr^ 

(1H-lndol-5-y9-[6-(2-pyridin-4-yl-vin^ 
45 (1 H-lridol«5-y0-[7-methoxy-6^2-py^ 

(3-Oxazol-5-yH^eriyM6^2^ 

(1 H-lndol-5-yO-[6-(2-pyrioln-2-yI-vinyl)-quinazoRn^-yH-amine ; 

(1 H-lndol-5-yf)-^-methoxy-6-pyridi^^ 

(3- Ethynyl-phenyl)-(7-methoxy^-py^ 
so (1 H-Iridol-5-y0-(7-methoxy-6-pyri^^ 

(3-Bron^phenyl)-(7-methoxy-&-^ 

4-( i H-l rttjol-5-ylamrno)-6-pyridin-3-y1-quinazolin-7-ol; 

(1 H-!ndol-5-y9-(7-methoxy-6-pyridin^ 

(1 H-!ridol-5-yi)-{7-(2-meth(>xy-etr^ 
55 (1H-lndol-5-y047-methoxy-^2-(4-metr^ 

(6-[2-(3,4-DimetrK)xy^heny0-vinyn-7-methoxy-quinazolin-4-yl)-(1 H-ind ol-5-yl)amine; 

(4-{2-[4-(1 H-lrwtol-5-y1amino)-7-methoxy-o^ 

{6-[2-(4-Amino-pheny0-vinyl]-7-metrio^ 
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(1 H- hdol-5-yl) f7-methoxy-6-(2i)yrazm-2-yl-vinyl)-quin 

(1H-lnctot-5-yf)^mettw^^ azolirM-yrj-amine; 
(6-{2-f4-< 1 -Amino^thyl)-phenyQ-v^ H-indolS-yfJ^amine; 
(1H-lrKid-5-yO{6-(2-pyridirv2-^ 
5 (1 H-lrxid-5-yl)^memoxy-6-(6-metr^ mine; 

{6-[2-(4-Amino^henyl)-vi^ 

(1H-lnctol-5-yl){7^etrK>xy-6-(l^ and 
[6-(3-Arrinoi>heriylethynyO-7-meth -amine. 

w 10. A method of treating hyperprol iterative diseases which comprises administering to a mammal in need of such treat- 
ment a therapeutically effective amount of a compound of claim 1. 

11. A method as recited in claim 1 0 wherein the hyperprofiferative disease is cancer. 

is 12. A method as recited in claim 1 1 wherein the disease is brain, lung, squamous cell, bladder, gastric, pancreatic 
breast head. neck, oesophageal, gynecological or thyroid cancer. 

13. A method as recited in claim 1 0 wherein the hyperproliferative disease is noncancerous. 

20 14. The method of daim 13 wherein said disease is a benign hyperplasia of the skin or prostate. 

15. A pharmaceutical composition for the treatment of hyperproliferative diseases in a mammal which comprises a 
therapeutically effective amount of a compound of daim 1 and a pharmaceutical^ acceptable carrier. 

25 16. A compound of me formula 
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wherein Q 1 , m, R 1 and n are defined as in daim 1 except that the Ar group in Q 1 can not be phenyl. 
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